PCX 



The undersigned requests that the present 

international application be processed 
according to the Patent Cooperation Treaty. 



Ms 03/2561 A 

{/f- (1 3) 

International Filing Date 



International Apph 



-15 AUG 2003 



PCTlNltiHMAIiaNAL 

Name of rec eiving Office and " 



Box No. I TITLE OF INVENTION 

BRAIN ENDOTHELIAL CELL EXPRESSION PATTERNS 



I Applicant's or agent's file reference 

XOfdesired) (12 characters maximum) Q^Q^.OOOIO 



Box No. n 



APPLICANT 



I I This person is also inventor 

^Janie and address: (FamUy name followed by given name; for a legal entity, fuU official designation. 
j7»<r address must include postal code and name of country. The country of the address indicated in this 
Box is the applicant's State (that is, country) of residence if no State of residence is indicated below.) 

I GEN2YME CORPORATION 
One Mountain Road 
Framingham. Massachusetts 01701 
United States of America 



State (that is, country) of nationality: 
US 



Telephone No. 



Facsimile No. 



Telqjrinter No. 



Applicant's registration No. with the Office 



State (that is, country) of residence: 
US 



'KTiSSoL^'Sf?''^' □sto?^''^''^ IXl £1^^^^^^^^ n states l—l the States indicated! 
P"n^oses or. ' — ' g>«tes the United States of America I — I of Americ a only I I die Supplemental Bo 



I Box No. m FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S) 



Jin 

! Supplemental Box 



slame and address: (Famay name followed by given name; for a legal entity, fuU official designation. 
I The address must include postal code and name of country. The country of the address indicated in this 
Box is the applicant's Stau (that is, country) of residence if no State of residence is indicated below,) 

THE JOHNS HOPKINS UNIVERSITY 
100 N. Charies Street 
5th Floor 

Baltimore. Maryland 21201 
United States of America 



State (that is, country) of nationality: 
US 



This person is: 

IXl applicant only 

I I applicant and inventor 

I I inventor only (If this check-box 
is marked, do not fill in below.) 



Applicant's registration No. with the Office 



State (that is, country) of residence: 
US 



fo^d^^iL?o^^^^^^ IX] r^lLll^^d^^^^^ n states indicated 

^ P^ gfl^ — ' ^^^^^ I 1 the United States of Amcnca I — I of Amenca only I I the Supplemental Box 



Further applicants and/or (further) inventors are indicated on a continuation sheet. 



^^-^ AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE 



The person identified below is hereby/has been appointed to act on behalf 
I of the applicant(s) before the competent International Authorities as: 



agent 



Name and address: (FamUy namefoUowed by given name; for a legal entity, fuU official designation. 
The address must include postal code and name of country.) 



□ 



common representative 



KAGAN, Sarah A. 
BANNER & WITCOFF, LTD. 
11th Floor 
1001 G Street, NW 
Washington. D.C. 20001^597 
United States of America 



Telephone No. 
(202) 824 3000 



Facsimile No. 
(202) 824 3001 



Teleprinter No. 



Agent's registration No. with the Office 
32.141 



Form PCT/RO/IOI (first sheet) (March 2001; reprint January 2003) 
LegalStar 2003, Fomi PCTREQ 



See Notes to the request form 



BEST AVAILABLE COPY 



Sheet No. 



Continuation of Box No. Ill FURTHER APPLICANTS AND/ORXFCRTlMpn^^ ^ 
If none of the foliowing sub-boxes is used, this sheet should not to be included in the request. 


Name and address: (Family nume followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is the applicant's State (that is, country) of residence if no State of residence is indicated below.) 

MADDEN, Stephen 1. 
137 Nobscot Road 
Sudbury. Massachusetts 01776 
United States of America 


This person is: 

1 j applicant only 

applicant and inventor 

1 1 inventor only (If this check-box is 
L_l marked, do not fill in below.) 


Applicant's registration No. with the Office 


State (that is. country) of nationality: 
US 


State (thai is. country) of residence: 
US 


This person is applicant 1 1 all designated (~| all designated States except R71 
for the purposes of: I— J States L_l the United States of America 


the United States |~| the States indicated in 
of America only 1 1 the Supplemental Box 


Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is the applicant's State (that is, country) of residence if no State of residence is indicated below.) 

WANG. Clarence J. 
10 Freeman Street 
#2 

Arlington. Massachusetts 02474 
United States of America 


This person is: 

[ 1 applicant only 

applicant and inventor 

1 1 inventor only (If this check-box is 
l_I marked, do not fill in below.) 


Applicant's registration No. with the Office 


State (that is, country) of nationality: 
US 


State (that is. country) of residence: 
US 


This person is applicant | 1 all designated 1 1 all designated States except [vTl 
for the purposes of: 1 1 States 1 1 the United States of America 


the United States 1 1 the States indicated in 
of America only l_J the Supplemental Box 


Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is the applicant's State (that is, country) of residence if no State of residence is indicated below.) 

COOK. Brian P. 
6 Hoover Road 

Northboro. Massachusetts 01532 
United States of America 


This person is: 

I 1 applicant only 

|X| applicant and inventor 

1 1 inventor only (If this check-box is 
1 1 marked, do not fill in below.) 


Applicant's registration No. with the Office 


State (that is, country) of nationality: 
US 


State (thai is, country) of residence: 
US 


This person is applicant I I all designated 1 1 all desi^ated States except [wl 
for the purposes of: 1 — 1 States l_l the United States of America 1^1 


the United States | | the States indicated in 
of America only l_J the Supplemental Box 


Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is the appticant*s State (that is, country) of residence if no State of residence is indicated below.) 

LATTERA. John 
do Johns Hopkins University 
100 N. Charies Street 
5th Floor 

Baltimore. Maryland 21201 
United States of America 


This person is: 

1 1 applicant only 

|X| applicant and inventor 

1 1 inventor only (If this check-box is 
1 1 marked, do not fill in below.) 


Applicant's registration No. with the Office 


State (that is, country) of nationality: 
US 


State (that is, country) of residence: 
US 


This person is applicant I | all designated [~\ all desijgnated States except Rp] 
for the purposes of: 1 — 1 States l_l the United States of America i&l 


the United States | 1 the States indicated in 
of America only 1 1 the Supplemental Box 


iXl Further applicants and/or (further) inventors are indicated on another continuation sheet- 



Fonn PCT/RO/IOI (continuation sheet) (March 2001; reprint January 2003) 
LegalStar 2003, Form PCTREQ 



See Notes to the request form 



RFRT AVAILABLE COPY 



Sheet No. 



Continuation of Box No. Ill FURTHER APPLICANTS AND/ORr(FimtHmi 



Name and addresS.fFamay name foUowed by given name; for a legai entity, futt offteiai designation. 
The address must include postal code and name of country. The country of the address indicated in this 
\Box is the appUeant's State (that is, country) of residence if no State of residence is indicated below,) 

1 WAI TFR k'owin 
1 WML 1 cr\, i\evin 

University of Pittsburgh 

Suite B-400 

200 Lothrop Street 

Pittsburgh. PA 15213 

United States of America 


• 1113 ^^IjUII id> 

1 I applicant only 

1X1 applicant and inventor 

1 1 inventor only (If this check-box is 
1 — 1 marked, do not fill in below.) 


Applicant's registration No. with the Office 


I btate (that is, country) of nationality: 

|us 


State (thai is, country) of residence: 
US 


This person is applicant | | all designated 1 | all desijgnated States except R7I 
|for the purposes of: 1 — 1 States | | the United States of America ^ 


the United States | 1 the States indicated in 
of Amenca only 1 — I the Supplemental Box 


IName and address: r^ami/j namefoUowed by given name; for a iegaj entity, fuU oJTicial designation. 
j The address must include postal code and name of country. The country of the address indicated in this 
\Box is the applicant's State (that is, country) of residence if no State of residence is indicated below.) 


This person is: 

\ 1 applicant only 

1 1 applicant and inventor 

1 1 inwexiXoT onXy (If this check-box is 
\ — 1 marked, do not fill in below.) 


Applicant's registration No. with the Office 


1 State (that is, country) of nationality: 


State (that is, country) of residence: 




IName and ^ddlCSSUFamUy namefoUowed by given name; for a legal entity, fui 
1 The address must include postal code and name of country. The country of the addt 
l^or is the applicant's Slate (that is, country) of residence if no State of residence is t 


/ official designation, 
ess indicated in this 
ndicated below.) 


This person is: 

1 1 applicant only 

[ 1 applicant and inventor 

1 1 inventor only (If this check-box is 
l_l marked, do not fill in below.) 




Applicant's registration No. with the Office 


1 State (that is, country) of nationality: 


State (that is, country) of residence: 




pjame and address: (FamUy name followed by given name; for a legal entity, full 
The address must include postal code and name of country. The country of the addrt 
is the appUcant's State (that is, country) of residence if no Slate of residence is in 


official designation, 
vs indicated in this 
dicated below.) 


This person is: 

1 1 applicant only 

1 1 applicant and inventor 

1 j inventor only (If this check-box is 
1 1 marked, do not fill in below.) 




Applicant's registration No. with the Office 


State (that is, country) of nationality: 


State (that is, country) of residence: 




Q Further applicants and/or (further) inventors are indicated on another continuation sheet. 



legalStar 2003. Form PCTREQ 



See Notes to the request form 



Sheet No. ...4. 



Box No.V DESIGNATION OF STATES 



Mark the applicable ihecU-boxes below: at least onemust bf marked. 



The following designations are hereby made under Rule 4.9(a): 
Regional Patent 
El AP 



Bl EA 




, .« *Jiy 

(if other kind of protection or treatment desired, 

Moldov^ R^^^^^ i^^^™^^ Kyrgyzstan. KZ Kazakhstan. MD Republic of 

Moiaova, KU Russian Federation, TJ Tajikistan. TM Turkmenistan, and any other State which is a Contracting State of 



specify on dotted line) 
Eurasian Patent 



Hep European Patent: at Austria, BE Belgium. BG Bulgaria, 

CZ Czech Republic, D*^ ^ . ^- ^ 

Kingdom, GR Greece, IE 
SI Slovenia, SK Slovakia, 
Convention and of the PCT 




I Contracting \ 

Cyprus. 
United 

, jgal, SE Sweden, 

Contracting State of the European Patent 



Bl OA OAPI Patent: BF Burldna Faso, BJ Benin, CF Central African Republic. CG Congo CI Cote d'lvoire CM 

S^Ts^'Sl^xn^rh^^ ^^^^'^^ 9^ Equatorial Guinea, GW Guinea-lissau;mri5^al"%R MaS^ 

Icffif ^b^H.^^^ ^J^^ ^^'^^ ^ "^^"^^^^ State of OAPI ai^d a Contracting State oPthc 

f CI fiy other kind of protection or treatment desired, specify on dotted line 



National Patent (if other kind of protection or treatment desired, specify on dotted line): 



Bl 

Bl BR 



AE 
AG 
AL 
AM 
AT 
AU 
AZ 
BA 
BB 
BG 



United Arab Emirates H GM Gambia B| nz New Zealand 

Antigua and Barbuda Bl HR Croatia BIOMOman 

^"'^'^ H HU Hungary ^* H PH Philippines 

Bl 



BY 
BZ 
CA 



Bl 

la 

B 

Bl ES 
Bl FI 



Armenia 

Austria ^ IL 

Australia B IN 

Azerbaijan 13 IS 

Bosnia and Herzegovina H JP 

Barbados Bl KE 

Bulgaria Bl KG 

Brazil Bl KP 

Belarus 

Belize gj 

Canada ^ 

CH&LI Switzerland and Liechtenstein Bl 

CN China 

Colombia ^ lR 

Costa Rica Bl LS 

Cuba Bl LT 

Czech Republic Bl LU 

Germany |3 LV 

Denmark 
Dominica 

Algeria 



CO 
CR 
CU 
CZ 
DE 
DK 
DM 
DZ 



ID Indonesia Bl PL Poland 

Israel g| PT Portugal [[ 

In<^>a EI RO Romania 

Iceland ru Russian Federation 

Japan 

Kenya Bl SC Seychelles 

Kyrgyzstan Bl SD Sudan 

Democratic People's Republic Bl SE Sweden 

of Korea Bl SG Singapore 

Republic of Korea Bl SK Slovakia 

Kazakhstan Bl SL Sierra Leone 

Saint Lucia BItJ Tajikistan 

Sri Lanka Bl TM Turkmenistan 

Liberia g| JN Tunisia 

Lesotho Bl TR Turkey 

Lithuania B| jt Trinidad and Tobago 

Luxembourg 

Latvia B| TZ United Republic of Tanzania 

Bl MA Morocco Bl UA Ukraine 

MD Republic of Moldova H UG Uganda 

Bl US United States of America 



KR 
KZ 
LC 
LK 



EC Ecuador gl mG Madagascar 

^^^"""'^ • Bl MK The former Yugoslav Republic of Bl UZ Uzbekistan 

^ „ Macedonia g) VC Saint Vincent and the Grenadines 

_ H MN Mongolia H VN Viet Nam 

^ GB United Kingdom Bl MW Malawi gj yu Yugoslavia 

H GD Grenada ^ MX Mexico ; ; ; ' H ZA South Africa 

™ GE Georgia H mZ Mozambique Bl ZM Zambia 

Kl GH Ghana gj nO Nonvay HZW Zimbabwe .... 

Check-boxes below reserved for designating States which have become party to the PCT after issuance of this sheet- 

g Ni.Niwr^ggg H S.Y .SynaaArab.RepuWlc □ 

H PG . . . Ppp.ua Nw.ewn^a □ . . . . □ 



l^ti^T - 7 t^cMgnauon :>iaiemeni: in addition to the designations made above, the applicant also makes under Rule 4 <^(h\ 5.11 
e^ckid^^'Etf^l s^tDe^rtf^ is^^t^^^^^^ 1^^ e??ept any designation{s)'inS 

SS knydSiS^inL w^^^^ J}^ applicant declares that those additional designations are subject to confirmation and 

the a^D^icf^S 1^^^^ expiration of 1 5 months from the priority date is to be regarded as Srav^^^ 

me applicant at the expiration of that time limit (Confirmation (including fees) must reach the receiving Office within the 15-month iim^Mt) 



Form PCT/RO/IOl (second sheet) (January 2003) 
LegalStar 2003, Form PCTREQ 



See Notes to the request form 



BEST AVAILABLE COPY 



Sheet No 



Box No. VI PRIORITY CLAIM 



-.1.1. ^...1, ^, ' .1 1^ ' ■■ .-e. ■ ; 

x-n 3_j -Til sr: r^i szs ..jl -^-it 



The priority of the following earlier application(s) is hereby claimed: 



1 Filing date 
1 of earlier application 
(day /month/year) 


Number 
of earlier application 


Where earlier application is: 


national application: 
country or Member 
of WTO 


regional application:^ 
regional Office 


international application: 
receiving OfTice 


1 itein(i) 

15 August 2002 
1 (1o.0o.02) 


60/403,390 


US 






1 item (2) 

01 April 2003 
\ (U1. 04.03) 


60/458.978 


US 






1 item (3) 










1 item (4) 










item (5) 











d Further priority claims are indicated in the Supplemental Box 



I.n%'"^^/AJ"l,S5'''^ is requested to prraare and traigmit to the International Bureau a certified copy of the earlier application(s) 
S&fidentifi^ io^^ H.a5//«r with the Office which for the purposes of this international application is tVe receiving 

^ all items □ item (I) □ item (2) [H item (3) □ item (4) fl item (5) Fl other see 

I — * — ' ^ ' — * ^ ' i — I Supplemental Box 

rnH^.Zi/piJ^'Iif'' 'W/'Cfl/wn is an AIUPO application, indicate at least one country party to the Paris Convention for the Protection of 
industrial Property or one Member of the WorldYrade Organization for which that earlSr application was fil^^^^ . . ^. 



Box No. VII INTERNATIONAL SEARCHING AUTHORITY 



E'l^^l/rXXl^^^^ - ""^^ carry ,He 



ISA/ us 

Request to i 

International t 
I Date (day/month/year) 



Request to use results of earlier search; reference to that search (if an earlier search has been carried out by or requested from the 
International Searching Authority): ^ n j 



Number 



Country (or regional Office) 



Box No. VIII DECLARATIONS 



TkV^k^^^^^ declarations are contained in Boxes Nos, VIII (i) to (v) (mark the applicable 
check-boxes Below and indicate m the right column the number of each type of declaration): 

Box No. VIII (i) Declaration as to the identity of the inventor 

□ Box No. VIII (ii) 

n Box No. VIIl (iii) 

□ Box No. VIII (iv) 

□ Box No. VIII (v) 



Number of 
declarations 



Declaration as to the applicant's entitlement, as at the international filing 
date, to apply for and be granted a patent 

Declaration as to the applicant's entitlement, as at the international filing 
date, to claim the priority of the earlier application 

Declaration of inventorship (only for the purposes of the designation of the 
United States of America) 

Declaration as to non-prejudicial disclosures or exceptions to lack of novelty : 



Form PCT/RO/IOl f third sheet) (July 2002; reprint January 2003) 
UgalStar 2003, Form PCTREQ 



See Notes to the request form 



Sheer No 6 . 



Box No, IX CHECK LIST; LANGUAGE OF FILING 



si:: iZ3 nZii -A. •' 'B" 



This international appHcaiion contains: 

(a) in paper form, the following number of 
sheerj: 

request (including 
declaration sheets) 

description (excluding 
sequence listings andA)r 
tables related thereto) ^ 95 

claims '1 3 

abstract 1 
drawings 

Sub-total number of sheets 

sequence listings 
tables related thereto 
(for both, actual number of 
sheets if filed in paper form, 
whether or not also filed in 
computer readable form: see 
(c) below) 



120 



Total number of sheets 120 

{*>)□ only in computer readable form 

(Section 80Ka)(i)) 

(i)L] sequence listings 
(ii) □ tables related thereto 

(c) □ also in computer readable form 

(Section 80I(a)(ii)) 

(i)Q sequence listings 

(")□ tables related thereto 

J?Po?5^ ^J'S*'* of carriers (diskette. 
CD-ROM. CD-R or other) on which ai« 
contained the 

□ sequence listings: 

O tables related diereto: 



(additional copies to be indicated under 
items 9(ii) and/or lO(ii), in right column) 



Figure of the drawings which 
should accompany the abstract: 



This international application is accompanied by the following 
item(s) (mark the applicable check-boxes below and indicate in 
right column the number of each item): 

1. S fee calculation sheet 

2. □ original separate power of anomey 

3. □ original general power of anomey 

4. □ copy of general power of attorney; reference number 

if any:; 

5. □ statement explaining lack of signature 

6. □ priority documentfs> identified in Box No. VI as 

it<»mf 5 J- 



Number 
of items 



item(s' 

7. n translation of international application into 

(language): 

8. □ separate indications concerning deposited microorganism 

or other biological material 

9. n sequence listings in computer readable form 

(indicate type and number of carriers) 

(0 O ^°Py submitted for the purposes of international search 

under Rule 13/cr only (and not as part of the international 
application) 

(ii) □ (only where check-box (b)(i) or (c)(i) is marked in left 
column) additional copies including, where applicable, 
the copy for the puiposes of international search under 
Rule IJter 

(iii) Q together with relevant statement as to the identity of the copy 
or copies with the sequence listings mentioned in left coIuitu 

10. □ tables in computer readable form related to sequence listings 

(indicate type and number of carriers) 

(i) lU copy submitted for the purposes of international search under 
Section 802(b-^wfl/er) only (and not as part of the 
international application) 

(ii) □ (only where check-box (b)(ii) or (c)(ii) is marked in left 

column) additional copies including, where applicable, the 
SSRyj^*" purposes of international search under Section 
^Q2{h-quater) 

(iii) □ together with relevant statement as to the identity of the coov 
or copies with the tables mentioned in left column : 

I L Kl other (specify): 1 . tr9P.snji.tt^l Sh^^t +.? PP^t CftrdS 



Language of filing of the 

international application: 



ENGLISH 



Box No. X SIGNATURE OF APPLICANT, AGENT OR COMMON REPRESENTATIVE 



Sarah 

Agent for the Applicants 



1 . Date of actual receipt of the purported 
international application: 



For receiving Office use only " 

^TWrtec'dRCT/PTO 1 5 AUG 2003 



3. Corrected date of actual receipt due to later but 
timely received papers or drawings completing the 
purported international application: 



4. Date of timely receipt of the required 
conations under PCT Article 1 1(2): 



5. International Searching Authority J J C 

(if two or more are competent): I S A/ ^ 



6. j I Transmittal of search copy delayed 
until search fee is paid 



2. Drawings: 
I I received: 



□ 



not received: 



Date of receipt of the record copy 
by the International Bureau: 



For Intemational Bureau use only 



Fonm PCT/RO/IOl (last sheet) (January 2003) 
LegalStar 2003. Forni PCTREQ 



See Notes to the request form 



BEST 



AVAILABLE COPY 



This sheet is not part of and does not count as a sheet ofiheJiuematiQnqJ qiifdi^m. - = 1 

PCX . — 

■ For receiving Office use only 



FEE CALCULATION SHEET 
Annex to the Request 



Applicant's or agent's 
file reference 



03482.00010 



International AppncationNo 



03 /25614 



Date stamp of the receiving Office 



15 AUG 2003 



Applicant 

GENZYME CORPORATION, ET AL 



CALCULATION OF PRESCRIBED FEES 
1. TRANSMITTAL FEE 



US 



2. SEARCH FEE 

International search to be carried out by 

(If two or more Internationa/ Searching Authorities are competent to carry out the international 
search, indicate the name of the Authority which is chosen to carry out th7internationall^^^^ 

3. INTERNATIONAL FEE 
Basic Fee 

Where item (b) and/or ( c) of Box No. IX apply, enter Sub-total number of sheets 
Where item (b) and ( c) of Box No. IX do not apply, enter Total number of sheets 



240.00| T 



700.00 s 



0 



first 30 sheets 
b2l 90 X 

number of sheets 



12.00 



. . 1 

= L 



} 

476,00 fbT] 



120 



. per sheet 

m excess of 30 

^ additional component (only if sequence listings and/or tables related 
thereto m filed m computer readable form under Section 801fa)(i) < 
both in that form and on paper, under Section 80 1 (a)(ii))- 



1 ,080.00 [bT] 



400 X 



fee per sheet 

Add amounts entered at bl, b2 and b3 and enter total at B 
Designation Fees 

The international application contains ^^-L designations 
5 ^ 104.00 ^ 



b3 



1,556.00 1^ 



number of designation fees 
payable (maximum 5) 



amount of designation fee 



520.00 



Add amounts entered at B and D and enter total at I (_ 



2,076.00 



(Applicants from certain States are entitled to a reduction of 75% of the 
mtemational fee. Where the applicant is (or all applicants are) so entitled, the 



4. FEE FOKPRIORITY DOCUMENT (if applicable) 



40.00 



5. TOTAL FEES PAYABLE 

Add amounts entered at T, S, I and P, and enter total in the TOTAL box 



3,056.00 



TOTAL 



n The designation fees are not paid at this time. 



MODE OF PAYMENT 

Rl authorization to charge 

deposit account (see below) 

n cheque 



□ postal money order □ cash Q coupons 

□ bank draft □ revenue stamps Q other r^pecifr ;. 



AUTHORIZATION TO CHARGE (OR CREDIT) DEPOSIT ACCOUNT 

(This mode of payment may not be available at all receiving Offices) 

^ Authorization to charge the total fees indicated above. 

(3 CThis check-box may be marked only if the conditions for deposit accounts 
the receiving Office so permit) Authorization to charge any deficiency o\ 
credit any overpayment in the total fees indicated above ^ 

(3 Authorization to charge the fee for priority document. 



of 
or 



Receiving Office: RO/ 
Deposit Account No.: 
Date: 



US 



19-0733 



15 August 2003 



Name: 



Sarah A. Kagan 



Form PCT/RO/lOl (Annex) (January 2003) 
LegalStar 2003, Form PCTREQ 



Signature: ^ 



^BL£ COPY 



See Notes to the fee calculation sheet 



